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Dear Sir: 

L Snsan E. Wilson, hereby declare as follows: 

1 . I received my Bachelors of Science Degree in Pharmacology ficom the 
University of Leeds, United Kingdom in 1984; a Masters of Science Degree in 
Immunology from JCing's College, University of London, United Kingdom in 1988 and a 
Doctorate of Philosophy Degree in Immunology and Virology in 1999 from St. 
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Bartholomew's and the Royal London School of Medicine & Dentistry, Univereity of 
London, UK. 

2. I am currently Associate Director of Protein Therapeutics at Chiron 
Corporation and have held this position since September, 2000. Before joining Chiron, I 
worked in research relating to HIV. Additional details regarding my background and 
qualifications can be found in the accompanying copy of my Curriculum Vitae. 

3. I have reviewed pending Patent Application Serial No. 09/610,3 1 3 for 
"POLYNUCLEOTIDES ENCODING ANTIGENIC HIV TYPE C POLYPEPTIDE, 
POLYPEPTIDES AND USES THEREOF" by Bamett, et al.. (hereinafter "the 
specification") including pending claim 4. I have also reviewed the Office Action dated 
September 21, 2001. Therefore, 1 am familiar with the i.ssues raised by the Examiner in 
the Office Action. 

4. I understand that claim 4 is directed to an expression cassette, comprising 
multiple polypeptide-encoding nucleotide sequences. At least one of these 
polynucleotide sequences encodes a polypeptide including an HIV Pol polypeptide 
having at least 90% identity to the sequence of SEQ ID NO:30, 3 1 or 32. It is further my 
understanding that, in addition the PoZ-encoding sequence(s), the expression cassette also 
carries one or more cytokine-encoding polynucleotides. 

5. &i July of 2000, when the specification was filed, a typical scientist 
working the field of cytokines had a Ph.D, in the Biological or Chemical Sciences and 
two to five years of relevant experience. I will call such a person a "typical scientist." 

6. When the specification was filed, it clearly conveyed to a typical scientist 
that the inventors had in their possession the invention of claim 4 (as set forth in 
paragr^h 4, above). By "in their possession," I mean that Ae inventors contemplated the 
expression cassette as set forth in claim 4 and that they had, using the specification and 
information available to a typical scientist, a practical way of making such an expression 
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cassette. Thus, I believe that a typical scientist would have understood the specification 
clearly described all of the various aspects of claim 4. I base this belief on the facts set 
forth below, 

7. First, at the time the specification was filed, it was widely known how to 
constract expression cassettes, including expression vectors having two or more 
polypeptide-encoding sequences. Such methods are described in detail in the 
specification, for example, in Section 2.2,3 of the specification. Therefore, it is my 
opinion that construction of an expression cassette as set forth in claim 4 would have 
been routine to a typical scientist working in this area in view of the teachings of the 
specification. 

8. Second, it would have been clear to a typical scientist that the inventors 
had in theii possession the various polynucleotide components of the expression cassette 
of claim 4. HIV Pol-ciicodhi$ sequences (SEQ ID NOs:30, 3 1 and 32) were clearly set 
forth in the Figures 8, 9 and 10 at the time of filing. Additionally, the specification 
clearly describes how to detennine those sequences having 90% sequence identity to the 
claimed HIV ?c?Z.encoding sequences of SEQ ID NOs:30, 31 and 32, (See, for example 
page 19, line 19 to page 22, which describes the use of available programs for calculating 
identity or sinularity between sequences). Details and examples of how to determine 
sequence identity are also provided. (See, e,g-, page 20, lines 1-7 and 14-25 and page 75, 
lines 29-33). Thus, it is my opinion that the HIV Pc^Z-encoding sequences of the 
expression cassette of claim 4 are fully described in the specification. 

9. Third, at the time the specification was filed, it would have been clear to a 
typical scientist that the inventors' specification fully described and contemplated an 
expression cassette that included both HIV F(?Z-encoding polypeptides as set forth above 
in paragraph 5 and one or more additional cytokine-encoding polynucleotides. Both 
cytokines themselves and polynucleotides encoding these cytokines were widely known 
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at the time of filing and were disclosed in the specification as filed. (See, e.g., Section 
2,2.1.5 starting on page 37 of the specification; and Section 2.3.2 staring on page 49 of 
the specification). Such cytokines were also commercially or publically available, as 
were polynucleotide sequences encoding these cytokines. (See, e.g., page 37, lines 21-29 
of the specification). Taken as whole, the specification unambiguously conveyed to a 
typical scientist that the inventors contemplated including a polynucleotide encoding one 
or more cytokines in expression cassettes comprising the HIV F<?/-encoding sequences 
disclosed in the specification. In sum, based on the disclosure of the specification and the 
level of knowledge of a typical scientist regarding cytokines and expression cassettes at 
the time of filing, I believe that the specification as filed clearly conveys that the 
applicants had invented the expression cassettes as set forth in claim 4. 

10. I further declare that all statements made herein of my own knowledge are 
true and that all statements made on information and belief are believed to be true; and 
that these statements were made with the knowledge diat willful false statements and the 
like so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 
18 of the United States Code, and that such willful false statements may jeopardize the 
validity of the application or any patent issuing thereon. 

Date Susan E. Wilson, Ph,D- 
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Susan Elizabeth WnJSON 
1600, High Street 
Alameda, CA 94501 



Tel(Htn): (510)865-2116 
Tel(Wk): (510)923-8142 
E-mail: su$aiuwilson@chiroTi.com 



Employment History 



09/00-present 



Associate Director, Protein Therapeutics 



Chiron Corporation, Emeryville, CA 94608 

> Research and Preclinical Development Project leader Chiron JL-2 Mutein Program 

• Management of muLtidisciplinary team including intemal/extemaj protein expression 
technologies and purification. Immunology and Pharmacology 

• Development of in vitro immunoassay systems including human NK cell-based 
moderate-throughput immunoassays (proliferation, cytotoxicity (NK/LaK/ADCC), 
cytokine production, cell survival) 

• Development/application of preclinical in vivo syngeneic solid and metastatic tumor 
(melanoma, colon caiciooma, breast cancer) and xenogenic Oymphoma and breast cancer) 
murine models for preclinical IL-2/cancer antibodies studies 

> Preclinical Representative for Oncology (Proleukin, Proleukin/anti-cancer antibody 
combinations) and IL-2 HIV core teams 

• Development strategy for Proleukb and mn generation lL-2 related products 

• Regulatory responsibilities (IB updates, IND, BLA) 

• Scientific lead for IL^2 HIV regulatory strategy (presentations to US and European 
ainical and Scientific Expert panels, AFFSAPS, EMEA, FDA) 

> Clinical protocol hnmunologist 

• IL-2 Oncology Pha.^e I/II (IL-2 in combination with Rituxan, IL-2 in combination with 
Herceptin 

• IL-2 mv Phase m (SILCAAT) clinical program 

• Scientific oversight and coUaboration management of 19 immunology laboratories (USA, 
Canada, Australia and France) supporting SILCAAT IL2/HIV Phase HI trial 

• Scientific selection, oversight and collaboration management with immunology 
laboratories supporting Phase J/ll JL-2 Rituxan and Phase im IL-2 Herceptin studies 

> Established/direct in-house immunology laboratory facility specializing in immunological 
assays in support of IL-2yTherapeutic Antibody Oncology Phase I-U clinical trials 

• NK/LAK/ADCC cytotoxicity assays & flow cytometric immunoassays 

> Scientific review 

• Novel immunotherapeutic in-licensing and out-licensing opportunities/related IP 
Senior Staff Scientist, Adult Oncology 

Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA 02115 

> Recruited to establish an immunology clinical endpoints laboratory to support 
translational clinical research and Phase I clinical trials of novel immunotherapeutic 
approaches to the treatment of cancer 

> Design and optimization of state-of the ait cellular techniques to evaluate novel 
anergi2ation protocols uttlt7.ing CTLA-4, anti-B7.1 and B7.2 humanized mAbs in stem 
cell transplantation 




> Project management duties include establishing interface between clinical endpoints 
laboratory and clinical staff, cell processing and stem cell/transplantation laboratories, 
industrial partners and associated collaborative research groups 

5/96-2/00 Senior Research Scientist, HIVNET Central Laboratory 

State of California Department of Health Services, Berkeley, C A 94704 

> Established cellular immunology laboratory in accordance with GLP standards 

> Specializing in functional cytotoxic and proliferative T-lymphocyte based immunoassays 
providing support for Phase I-Itt clinical trials of candidate HIV-1 vaccines 

• ^'Cr release assays, antigen-specific IFN-Y ELISPOT & intracellular cytokine (IL-2, IL-4, 
IFN-y) and chemokine (RANTES, MlP-Ia and MIP-IP) flow cytometric analysis (IC 
FACS), proliferation assays and viral suppression assays 

• Transfer of relevant scientific technology including: 

* Extensive tissue culture including adherent and non-adherent cell lines 

- EBV-transformation and expansion of B-lymphoblastoid cell lines 

- QC/QA production of recombinant vaccinia vectors expressing HlV-lgene(s), 

- QC env gpl20, gp41, gag p24, pol and nef gene specificity screening by PCR, 

- HIV-1 gene product expression by immunoperoxidase and IC FACS, 

- DNA isolation and outsourcing WuA class I and U molecular typing, 

> Responsible for recruitment, training and supervision of multi-disciplinary scientific team 

> Project management activities included regular interface between HTVENT CTL 
laboratory, NIH DAIDS, clinical sites and statistical center, scientific data analysis and 
reporting, design and implementation of related ancillary studies 

> Co-investigator/coUaboraior on NIH/NIAID sponsored HIV-1 research and clinical 
programs in US. Africa (Uganda and South Africa), S. America (Brazil) and Caribbean 
(Haiti and Trinidad) 

> Preceptor UC Berkeley MPH Infectious Diseases Program 

> Collaborative research projects: 

• Analysis if cross-clade HIV-1 specific CTL reactivity and HLA genetic background in 
diverse ethnic populations (US, South Africa, Zambia, Brazil) 

• Characterization of human CD8+ T-lyn^ihocyte subpopulations: Relationship between 
phenotype, cytokine and chemokine production and naive, memory or effector cell 
function 

5/94-4/96 Research Fellow for Peptech (UK), Academic Virology and Medical Microbiology 
St Bartholomew's & the Royal London School of Medicine & Dentistry, UK 

> Investigate role of HIV-1 encoded mimics of alloantigens and immunopathogenesis of 
HIV-1 infection 

> Responsible for transfer of relevant scientific technology from HTVER Ltd. to Peptech UK 

> Established immunology laboratory investigating role of small synthetic peptides and 
modulation of TNFkx induced viral replication 

> Supervised internal B.Sc students and external M.Sc student interns from London School 
of Hygiene and Tropical Medicine 



1!»92-1994 Research FeUow for HEVER Ltd. (UK) Dept Immunology 
University College Loadon, London, UK 

> Investigate role of HIV-1 encoded mimics of self-antigens in immunopathogenesis of 
mv-l infection 

> HLA typing by serology and molecular probes, proliferation and CTL assays, CD4+ and 
CD8+ T-cell cloning and characterization of putative pathogenic epitope(&) 

> Provided collaborative support for Dept, Rheumatology (UCL) and T-cell responses in 
SLE patients 

> Presentation of data to funding organization and internal/external scientific meetings 

1989-1992 Research Associate (IB), Dept. Microbiology 

St George's Hospital Medical School, London, UK 

> Established and maintained P3 HIV-1 research laboratory 

> Research studies focussed on characterizing HIV-1 Gag p24 specific T-cel] responses in 
humans and mice 

> Analysis and presentation of research data at UK MRC and relevant scientific meetings 

1988-1989 Research Associate (IB), Dept. Medicine 

King's College Hospital Medical School, London, UK 

> Characterized T cell responses in murine models of autoimmune thyroiditis 

1985-1988 Research Pharmacologist, Dept Anti-Inflammatory Disease 

Roche Products Ltd, Welwyn Garden City, Hertfordshire, UK 

> Member of a team engaged in screening putative anti-inflammatory compounds in animal 
models of type II collagen and adjuvant-induced arthritis 

> Elucidation of mechanism of action of novel immunosuppressive compounds 

> Ex vivo studies of T-cell chemotaxis induced by stimulation of the CD4 receptor 

> Modulation of mitogen, alloantjgen and antigen-specific CD4+ T-cell responses by novel 
inmiunotherapeutic compounds 

> Analysis of research findings and presentation at in-house R&D meetings 

1984-1985 Staff Toxicologist, Life Science Research Ltd., Suffolk^ UK 

> Design and implement toxicology/oncology studies in small animals 

> Experience in compilation of SOPs, animal husbandry, drug formulation, necropsy, 
histology and pathology, data collation and analysis, mtemal QC and auditing, drafting 
and editing final reports for clients 



EDUCATION 

1984 B .Sc (Honors) Pl^armacology, University of Leeds, UK 

1 986-1988 M.Sc Immunology, King' s College, University of London, UK 

Thesis: Leukocyte Migration in Response to Stfanularion of the CD4 Molecule 

1994-1998 Ph,D Immnnology and Virology (conferred 1999) 

St. Bartholomew's and the Royal London School of Medicine & Dentistry. 
University of London, UK 

Thesis: The Role of CD8+ T-lymphocyte Mediated Immunity in HIV-1 Infection. 




SOCIETY MEMBERSHIP 

British Society for Immunology (1986-present) 
British Antibody Club (1986-present) 
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Oral Presentations 
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